). In situ hybridization shows a dramatic Candidate Mitogens Affected by ROR␣ Unbiased analysis of the array data also identified exincrease in the number of Smst-expressing cells. Although SMST can exert stage-specific effects on the pression differences in growth factor genes Gdf10, Kitligand (Kitl), and Smst, which might suggest them as proliferation and differentiation of granule cells (Yacu- Intersections at both 1 g/ml and 0.5 g/ml (not shown) is estingly, Grm1, which encodes the later-expressed maless than in control sections, consistent with the idea jor metabotropic receptor at parallel fiber synapses, was that the loss of endogenous SHH in staggerer is in a not expressed in adult staggerer cerebellum in a previphysiologically dose-responsive range. Differences beous RT-PCR screen for ROR␣-responsive genes (B.A.H., tween genotypes and between treatment groups conunpublished), though its expression is not detected in firm that the untreated staggerer EGL has reduced prolifour array experiments. As with the calcium signaling eration compared to littermate controls and that this genes, Q-PCR and in situ hybridization data confirm reduction can be overcome by exogenous SHH. the timing, site, and magnitude of diminished Slc1a6 expression in staggerer.
ROR␣ Regulates Expression of Genes for
Intriguingly, Itpr1 and Slc1a6 were also identified Calcium-Mediated Signal Transduction among six genes downregulated prior to onset of behavThe Purkinje cell-expressed genes that show the most ioral or pathologic symptoms in a mouse model of the marked expression differences indicate a surprisingly SCA1 polyglutamine repeat disorder. Loss of expression small number of functional classes. The largest fraction was proposed to be mediated by sequestration of tranof these genes is required for calcium second messenscriptional coactivators used by nuclear receptors, inger signaling and glutamatergic signaling, a key source cluding p300 ( We next examined whether ROR␣ is required for recruitment of coactivator complexes at the six in vivo ROR␣ binding sites we identified. By comparing coactivator recruitment in wild-type and staggerer cerebellum, we directly assayed the ROR␣ dependence of recruitment for each cofactor. By comparing across promoters, we could assess whether the set of recruited cofactors indicates a uniform complex or promoter-specific sets of cofactors. At the Pcp2 promoter, we find ROR␣-dependent recruitment of Tip60, ␤-catenin, and SRC-1, while the Pcp4 promoter exhibited ROR␣-dependent recruitment of just Tip60 and ␤-catenin. Two distinct sites in the Shh promoter demonstrated identical ROR␣-dependent recruitment pattern, including ␤-catenin and 
ROR␣-Dependent Coactivator Recruitment Exhibits Promoter Specificity

